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Priority date (day/month/year) 

01 September 1998(01.09.98) 
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G01N 33/92, 33/15 


Applicant 
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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 
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. sheets, includins this cover sheet. 



This report is also accompanied by ANNEXES, i.e.. sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
I [^] Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to noveltv. inventive step or industrial applicabilitv; 
citations and explanations supporting such staiernent 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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III 
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IV 
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VI 
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VII 
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VIII 


□ 



Date of submission of the demand 
' ■ 15 February 2000 (15.02.00) 


Date of completion of this report 

13 April 2000(13.04.2000) 






Name and mailing address of the 1PE.VJP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/1PEAM09 (cover sheet) (July I99S) 



W International application No. 
PCT/JP99/04615 



I. Basis of the report 



!. With regard to the elements of the international application:* 
|^| the international application as originally filed 

| | the description: 

pages , as originally filed 

pages , filed with the demand 

pages , filed with the letter of 

| | the claims: 

pages , as originally filed 

pages , as amended (together with any statement under Article 19 

pages , filed with the demand 

pages t filed with the letter of 

| 1 the drawings: 

pages , as originally filed 

pages , filed with the demand 

P aees -filed with the letter of 

1 | the sequence listing part of the description: 

P a °es , as originally filed 

P a ges . filed with the demand 

P^s . filed with the letter of 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authoriiv in the following lanauaee which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
1 I the lanauaee of publication of the international application (under Rule 48.3(b)). 

□ 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

[ 1 contained in the international application in written form. 

□ 

filed toeether with the international application in computer readable form. 

□ 

furnished subsequenilv to this Authoriiv in written form. 

n 

furnished subsequenilv io this Authoriiv in computer readable form. 

□ 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

1 1 The statement thai the information recorded in computer readable form is identical lo the written sequence listing has 
been furnished. 

4. 1 1 The amendments have resulted in the cancellation of: 
1 I the description, paaes 

the claims. Nos. 
the drawines. sheets-Tie 

- | I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' J^^_J^yojiaMhe^^ " 



* Replacement sheets which hove been furnished io the receiving Office in response to on invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 17).' 

* * Any replacement sheet containing such amendments must be referred to under item } and annexed to this report. 
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L^M^IMIiNARY EXAMINATION REPORT 



International application No. 

INTERNATIONAL^M^IMIiNARY EXAMINATION REPORT PCT/JP99/046 1 5 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims 1_12 YES 

Claims NO 

Inventive step (IS) Claims 1_12 YES 

Claims NO 

Industrial applicability (IA) Claims 1_]2 YES 

Claims NO 



2. Citations and explanations 

None of the documents cited in the international search report describes the measurement of 
membrane fluidity and/or circular polarization of lipid A analogues and the prediction of their 
pharmacokinetics, and these matters are not obvious to persons skilled in the art. 
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(54)Titie: METHOD FOR EVALUATING LIPID A ANALOG-CONTAINING INJECTIONS 




(57) Abstract 

A method for evaluating injections containing lipid A analogs and a process for producing these injections. With respect to injection 
preparations containing lipid A analogs or pharmacologically acceptable salts thereof, namely, a method for predicting the dynamics of the 
lipid A analogs in vzVo, a method for evaluating the same, a method for evaluating the qualities of the injections or a process for producing 
the injections, each characterized by measuring the membrane fluidity and/or circular polarization. 
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7/-^-titn sm<ifts (p : mm 0- 0.5) &tfgt7fc&#tt ( r : «s 

a o~o.4) R.zfjr—y—rt?* — ?— (s : iaH o—i.o) A^mnsiiis 

h) , t>)v#*^7 >, *;i/-t'f>, t'fju/y tux ^ui/ 
ens. 

#JAte\ 2— ^-/^*-*- (S) «\ O^ifi^Hi'KSiEWitt*^ 
1.0 tifi^et*BI9tEi(itttt/hS i»d t^.«LT^5 0 iiSj, it (in) Rtf 

(IV) Tit^tlS'JfyFAii*®^-^-/^^-^- (S) tt, il^O. 
05 — 0.7TJfeD> if*l<tt0.1~0.6-pft0. * L < 0.1 — 0.5 

Sfc, *«Wfc*^Tffl^SffiWfflSlffJ©P3iH^ttB¥flli (CDS) tt, U f-> 

ft> iS (ni) &tf (iv) TSteSni U hT K Ammfc(D CDfciz&tf 

Si^SStt, )1#2 6 0~3 2 0 nra-pft0, ffSK«2 7 0 - 3 1 0 nm 
T&O, MWSl<a2 8 0~ 3 0 0 nmT'S5. 

A^fo-Z—^CD-m-m-te-M #—0:000 lM-^07lM-T"S~0~$Fr"IJ^ _ ri"Wom^aoT 
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<fc D£?£ U < it 0.001M ~ O.OIM T*&Z> 0 

4 5t:~5 5tT'Sl.„ IIi$Pf BUMS 1 0^~3B#P B TT-*-5o 88#li. il^tffl 

T, UW^-r^S&jU. 'J fcTy HAfS»#:(Offie»ia«£4±t-rSJ:tH«fcO, u 
tf K A«i»#<Bzkfn*{£iiLT#1ft££ffl±£1^ «fc -3 T$gfl#ra®iB#K:«k 0 

fc^u s (iv) iri^sni) u h Ammfa\z&^T\z, muLxh^ 

$©Ig«, lmM~20mMTfe5. ft&<B U fc^ K ASi»#7kJSiK© P 

Hit WSb<«4~9, J;D£?£L<te:6~8, $ StjfF* Kft6.8~.8T 

^ffi^tcft, ^BJwjsscT, 5 j m&mwrzt. =fco$?£ 
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a m m m m <d m m m & <d m j£ & 

M^o-yft$«^T, (P) (r) 

Xte*— ^— ^7*— 9- (S) fc«fc OMSTrS. 

«*3lC, U t: y FAmiRft&ttTZ&.ttm&mt UT. 0.5 ~ 0.6mg/ml 

Oig#?f££P§S!T3 (1.5 ~ 1.6mg/A'-r 7;U03gjeS£J»aSSiJ©»^«, ^®7K3ml 
SrSSJnbTWSSH"*) o DPH 1.5mg^THF 10ml iC^^tfcf 3^^ 

MlfF- 4 5 0S (Bit^f^HJr) lg$fi= 3 6 0 nm> fgft 

&S=4 2 8 nm > JjnSEE= 7 0 0 V, i»]j£i&fg = 25t, X'J-V MI = 5 urn- 
t^tZo ^tz-*-y—n7* — 5>— (S) tt, S= (r/0.398) 1/2 T^t±iL/Co 

©snoR^ii (cds) vm&m 

U FAiif ^^WTSttWli^lt LI. fig 0.5 ~ 0.6mg/ml CDfg^?g 
Zmm-TZ (1.5 ~ 1.6mg/A^ 7Jl/<Z>&*gf£*&8!3!l©«-&W\ 3ml ^^JQ 

ltpm-t c en*. x^^7 ha#-7D^-^-j 7 2 ow i m (b*^ 

ft) TCD3£^£MT3o 88j£&f=Mi. M=2 0 0 ~ 5 0 0 nm (SIMS 
Wtt2 8 0 nm) , SlJ 5t ® g = £ i& , "t JKDg 2 = lcm, X^^>Xtf— K 
= 20 nm/^. &£l§Igc = 5 HJi Ufc. 



16 



xms.o.6mg/mKDmm^mm-t^> e zomw.*. lmi/Kgo/Ba-etsttSD^y 

MC*JBigl$#M=k (0.6mg/Kg) S^ffi^ 2, 5, 15, 30, 60, 120 

^il;, 0.25ml CD £gj&£fTO fc. # b nfclf[LM£j8<fc2'l8i L llil IK & & 

ffiXte, — ^©ffrt»Jg*^"T d t^^SE-TSU t!y KAgigH£^Wa#^J(Dp D p 

H1H 5t (IV) TfiSniU t!7 FAig^ara0 7 7 h&#(0.6mg/ 
0 2S, it (IV) T'^$tl5U ^7 FAi^tWftlt^cOCDX^^ 

H3H, a: (iv) s 'j t y k Affifikft^t awja© c d t a u 
B4ii, 3£ (iv) T^sns u tfy h Ammfc'£&&ttffl<D*— y-n?* 

(S) iAUC (7 7hS4»t) ©ffiRttS^t^77T?*4. 
05H 5£ (IV) T^£tl5 'J tf >y KAg&tt^a&SywCD&SEt:*- 
ff—X?* — ? — (S) <Z)fflBH4**f^77"C*4. 

— 0-6-a— i£— (iH-)^^-£-n-&-y-t-y-^ 
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(S) iAUC (7»;hfi4« coffin ^ 7 

0 7tt, 5S (m) T^SnS'J tf y K ASftflc^ttt WiCT^ftg t A u c 

mate* 5£ (IV) T^£*13 U bf y H A«ift#^Waa*#J<Z)S#Igf::*5tt 
5*3Hb:J- h U VAmmt AUC (7»;hS^) C0*gPI4£^-f ;7*7 7TS§. 

IHI^J 1 

*Sf6Wt«S#rt»S8^077<;U (AUC) CD^&Sg^JCDMIfrtttR 

<H7fc--fettM 

Slf — # — 5£ (IV) T*S $ n§ U tf 7 F Aiii# 32.47mg i b , Z.tl\Z 
7.5mL CD O.OlM-NaOH &lMpltz.'&, 6 0 #f?SX ^ — ^ — A— (g£=2cm) 

T?Jft#Lfc. 25mLCD?L;Bt- U >£*g«fl£ ( fflfKzK 25mL 4> 1 * ft 

500mg, Na 2 HPO 4 • 7H 2 O $ 2.25mg, NaH 2 PO 4-HiO$ 1.75mg 

±m^&v, mmmm'gK&iMx-T 50mL i;/x7y yufc„ 

ffifcf-* — fc, (IV) TSSni U fcfy FASftftS 32.97mgf¥SL, dtlt' 
0.25mL CO O.OlM-NaOH i 7.25mL COa^ffl^^TK^rSnAT^^n^, ^l^T 6 0 # 
P^T^-^-A- (S£=2cm) T-jf#Lfc. ^tC, 25mLCD?L*§- U >B£«« 
(flMTk 25mL 4 s fdfLl&t 1 7kfr]#l£ 500mg, Na 2 HPO 4 • 7H 2 O £ 2.25mg, Na 
H 2 PO 4 • H 2 O & 1.75mg £ it 7c zk f& ) ZtiUTL, X 5> — 7 — A'— H T 5 # 
R!Uft#&» 50mL /777X3 t±ft*^Lfc. 7. 4 5mL CO O.OlM-NaOH 

£jjnAT^?PL, IH O.OlM-NaOH £in*-T p H£ 7.4 ^PML7ctt. Mffll 
^7k£iPX.T 50mL X7 \y 7"l/fc. 

:O^U77>^«/h^ftffl*l) 2) co 2fflS<&a*fffl«5y$!l 

75n^T> -^CDAUC i:Bi»ftSftttR^R{i7 l c=-fe14i:C0ffiP^tO^T!¥{ffiL/Cc 
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ofc. ^(Dmmm&z*?*-?-^? (s> \t. zvy^yx 
(D'b2u&Mmmm-e\z 0.499, ^7 ^7^yx<D^tu^mmmMx^t 0.624 t* 

* it & 'btlfzo 
ZblZ, R^Tt— fite (CDS) K«fc5CD3£««. H2l;S$tlliJ:3l:. 
8 0 nm fc£V>T C D &&<0lJH«6;&:fiSa*&# Stlfc. ^±7^£>, #K58 

AUCtCffiWtt 

a; (iv) x^zn&v ¥v f AMMfa&'£m-?z>ft%imm:M& i o uy hm 

ML, f ©CD?|g (Sfi= 2 8 0 nm) Rtf/Xte* — 7 * — 37 - (S) 

fc, h©AUC£CD&S^|igK:tt&#fcIE<DfflWa*&9> CDSlS^t 

v5at*ss>jfat*Auco±#*«K«e)e.nfc. 0 4 k^tj: -5 \z. 7-;ho 
n?*—?— (s) (otifi^i) aaajte<!:Auc©±#a<K«>5nfc. 

Mil, 0 5tit«k'5l:. 8E#fflSl8!la>CD3£l£ (&l=2 8 0 nm) t* — ? 
— * — (S) t©ra»c«&jff fcfi©ffl|Il7&«& 0 , C D 3$ < &2> 

i^nT^-^-/^/-^- (s) >^/h$< (ocfio fe-^fc. 

a (m) t^^n^u t"7 KAii^^Mtsaitffl^jico^Tfe 
% 1 0 uy hzmmismmisfri&g:. m6 iz^-t^oiz^v MDAuctt-^ 
-k?*-?- (s) op B icaisi«c^©fflM*«ig«)e»n, -totBH^&tto. 

T«> TOgl 0 — 2 0 nmCKi-eAUCOSEi^f <, 
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sp*., mtfnm& (i—y-rt?*—*— (s) ) tRiiM (cd) ue^ 

(S) Xtf/7ttHfi3ttt (CD) ©MS^3£T*iltC«kO, AUC*««I«!|pJ 

Tiaiw^-r^ifi«»j i ~ io a; (iv) -es^nsu t°>y KAit^^tt t 
aOH) fiffis3E^bs-&TPStbfc7jci4asts>iT*s. &mmmmM(Dc 

D&m. Hr — 9 — n=7 * — (S) y h%L-5-m(DA\J Cm&jjklstz* Sit, 

i8t, &IS;te0JK8JT©±fHi8fl¥XgK:&ffl Lfc*B^k^- h U £ A (NaOH) 
IgtAUCWfiHttSiLfc. Tk&ffc:*- MJ £A (NaOH) »&;6<i8flnT* 
onTAUCS^-^^-^- (S) j&«Jg*Lfcd<, 0.001 ~ 0.01 M T 
AUCS^-y-/^/-^- (S) mte7°7 h — tftofc. EP-6, ffrtWiSI 

©fiiaiEsnfc&^/xtt^iBJsnfcs: (iv) T^$n*»j FA^i&ttafcray 

©Jg^XgK&ffl LfcMTkBS^ MJ £A (NaOH) 0.001 ~ 0.01M T 

ii^j i 

50mL ©*'77it'-*-l3ii: (IV) T^Sn.SU tr* K ASifttt: 32.47mg £ 

^MJ^^CinjZ_0,01M,NaOH_^- 7,5mL-jbP ^rfc— ^n-fc-S-^-2cnT<D"7>3'^5"W" > C — 
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£AfU MKT 6 0#IHHft#LJfc <i§#Ig Cffiffl LfczkBSffc*- h >J -7 A (N 
aOH) »fl?=0.01M) o 25rriL (D%m • mmmmm (25mL^fca« 

1 7K?P#I^ 500mg, Na 2 HPO 4 • 7H ? O 2.25mg> NaH 2 PO 4 - H.O^ 1.75mg 

rfmMLfc7kmm) £jn*.fc. x?-7-\zt 5ftmm&'&* 50^0^777 

*©pHB 7.39 T* o fc. 
^JBfcl 2 

SOmLOtf^SSlf — # — Kit (IV) TiSnS U H Aig# 2.23mg£pg 
L> :ftC O.OlM-NaOH £ 0.75mL, Sltffl ^^TK 6.75mL £ fln X.7c„ ZLtl\Zfk£ 
2cm OX^-7-A'-^An« MfcT 6 0#Wlft#L;fc (Jgtflg fcl&fl! L fc 
TKK-ffc^- h U «7A (NaOH) ift = 0.01M X 1/10) . 25mL CD ?L *g • 

MM$£ffi& (25mL 4" fc¥L*fi 1 Zkftm&# 500mg, Na 3 HPO 4 • 7H 2 O tfi 2.25mg, 
NaH 2 PO 4 • H 2 O ifi 1.75mg bfcTfc&flSO £JPx.fco 7^-7-ilT5^ 

fHlft#&. 50mLO^^777al:ii^Lfc. H K * 7. 7 7 7, ZI iZ 6.75mL © 
O.OlM-NaOH SrlPX-jgiftl Lfc^, ?£Stffl3ISzK£ljn*.T 50mL t^77y7*l/fc. 
d<7)Pt(7)i£i&Op Hte 7.41 T&ofc, 

il^J 3 

50mL <D# ^7§!£b*-# — US (IV) "CSSnS U t!y HAgftft 32.13mgff 
lb, cniC O.OlN-NaOH £ 0.25mL, a&ffl^SzK 7.25mL &ijn*_fc. dtlfcg 
$2cm0X^-7-A°-i£An > MCT 6 0#(!iU*#Uifc (igtflgfc&ffl 
Vfz7KMit^- h U (NaOH) ii^= 0.01M X 1/30) . Z\'<D&WZ* 25mL <7)?L 

tfi • (25mL <f Kl?L*S 1 7K?0#I^ 500mg, Na 2 HPO 4 • 7H 2 O # 2.25m 

g, NaH 2 PO 4 • H 2 O j&* 1.75mg L JfczKiSjfc) ^JPX.7Co 

5#fgUft#&, 50mL CD * X 7 5> 7. □ fc£S«:^Ljfc. IH^777^3lI 7.25 
mL CD O.OlM-NaOH SrifflAiSfil b Jfc&, &#t ffl 3£ ^7K £ JlD T 50mL \Z*7>7vZf 

SUSS^J 4 

_50mjLw^a7.-Sii-t*--*^i^:-(-iv-)^ r^-^-t^-y-e^H-A-^^^^TreHig^ff - 
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SU ZtllZ O.OlM-NaOH £ 0.125mL, ^MmM^7K 7.375mL £flP Afc» <ltl(C 

ffl LTcT^miti- h U £ A (NaOH) 0.01M X 1/60) . 25mL CD 

¥L« • P&Jgffi f£ (25mL 4< fc9L« 1 # 500mg, Na 2 HPO « • 7H 2 O 2.2 

5mg, NaH « PO 4 • H 2 O rt* 1.75mg j&* L it # i§ i£) ZmAfZo 7,?-?-\Z 

75mLCD O.OlM-NaOH SrflPAilftl aStffl &@7|c£jD AT 50mL (d X 7 y 

^bfCo £CDP#CDigj&<D p Hte 7.30 T&o*:* 

50mL cD#^Xg$!t* — A — CS (IV) n* U £ y K ASiR# 32.63mg £ 

^ntC O.OlM-NaOH & 0.125mL, &Stfl!j£@zk 7.375mL £ JPAfcg&i** 5 
OmL JPA3gfCiai*ffllKa7K 2.5mL £iPAfc„ inCl^ 2cm CD X * — ^ — A — 

*A*u ^KT 6 0 LfcTKBUfc:*- h 'J r7A (n 

aOH) il^=0.01MX 1/90) „ Z.(DmW.\Z, 25mL CD?L^ • (25mL 4 1 

fc:¥H§ 1 Jicfn^A* SOOmg, Na 2 HPO 4 • 7H 2 O ifi 2.25mg, NaH 2 PO 4 • H i O ^ 1. 
75mg HfimMVrcfrmm) ZWTLtCo 7^-7-III5»m 50mLCD*7s 
7 773 CiiSgibfc. JE fC ^ 7. 7 5 X 3 f' 7.4 mL (7) O.OlM-NaOH SrijPAjg 
ftlU Jgt* O.OlM-NaOH £ JPAT p H£ 7.4 CHIlfct, ffiS+ffl^SzKSrJDA 
T 50mL l;/77'^lt Zl CD P# CD CD p H « 7.42 Tfeofco 
^JfiflU 6 

50mL CD** 7Xgt'- * — ICiS (IV) T^Sn* U fc? y K ASSI&fl: 32.07mg £ 
f¥SL, dtllC O.OlM-NaOH * 0.125mL, a*Tffl j^S* 7.375mL JjP AfcffifttS: 3. 
75mLiP^.3Etai*ffl3ilS7K 3.75mL £l)PAfc„ ^tl^g$ 2cm CD 7. * — ^ — ,\* 

-sxn, ^stciT6 o^raati^ Lfc (s/siittffl isiz&mit± h u ^a 

(NaOH) *^=0.01MX 1/120) 0 £CD*MK, 25mL CD?L$t • $E$tMWiWi (25m 
L 4 1 K:¥Lt! 1 TKftfclrt* 500mg, Na 2 HPO 4 • 7H a O # 2.25mg, NaH 2 PO 4 • H 2 O 
*M.75mg*<ig»Lfc*^fflt) £iPAfc„ 7^-7-CT 5 «-fSHft#&, 50mL CD 
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igfnL, 51: O.OlM-NaOH £}JD*.T P H£ 7.4 CSigLfc&, i£#tfflsK@7k£JP 
iT50mLl;/7,7 7^Lfc. HCOP|O^S©pHH 7.48 TT"£> o 7c<> 

mmm i 

50mL(DH^7,m\l-t>-\Z^, (IV) T^^n* U tf y K ASUR# 32.43mg * 
fflLfc. ^n(Z O.OlM-NaOH £ 0.125iriU &|t/fl&S7K 14.875mL £JjnAT?l*P 
5.0mL Jn^|!(ca^fflM@7K 2.5mL £JP*.fco dtlilfiS 2cm<7)7, 

h'J^A (NaOH) iSg=0.01MX 1/180) . Z.<omWZ. 25mL ©¥L«| • MMtS. 
ffiffi. (25mL 4> fC AH 1 *fPl»** 500mg, Na 2 HPO 4 • 7H 2 O 2.25mg, NaH 2 P 
O4 • HaOfr* 1.75mgj&«Jgfl¥Lfc#JSiR) £}JP*-fco X^-^-CTS^Htf 

50mLfl5^777^3C±lS:»bfc. It^X77^^t 7.45mL © 0.01M- 
NaOH £JP*_rgfrlL, II; O.OlM-NaOH £iP*.T p H £ 7.4 tilltfcf > S&f 
fflI8*S:lIlAT50mLl:^77y7*Ufc. d <D P£ CD *g $E CD p H 7.41 T^ofc 
*J£^J 8 

50mL <Dji — CiS (IV) T^$n* U KAfK&flE 32.84mg £ 

?¥itL7Co CUM Id O.OlM-NaOH * 0.125mL, SE&tJBSSS* 14.875mL £: JP X. T ft] 
L7ci&$t£ 3.75mL !X}7iMlZ&mmM^7k 3.75mL £iP*.fc 0 ZltlCS^ 2cm © 7. 

MJ£A (NaOH) it^=0.01MX 1/240) . Cl©SfflEfc, 25mL <Z)?L*i ■ 

(25mL 4> \Z%m 1 7K?P#)^ 500mg, Na 2 HPO 4 • 7H 2 O 2.25mg, NaH 2 P 
O4 • H a O** 1.75mg*«ig«¥bfc7K^*0E) £JP;Lfco * ^ — 7 — CT 5 #|BJJS# 

50mL(D^7,^7 7>I]tC:^a : &^Lfeo li:/X77XnC 7.45mL © 0.01M- 
NaOH * JP^wIftl U IH O.OlM-NaOH £flPX.Tp H £ 7.4 t£ P B I, it fg , SI* 
ffl^7K£JjPAT 50mL{3^X7>> yUTc, d <DP# ©JSfRO P H fi 7.41 T&oJfc. 
S£i£#iJ 9 

50mL(D7tT7Xiit:-^-C^: (IV) £ *l* 'J tT y K Ag»# 32.35mg £ 

^SLfco dtUC O.OlM-NaOH £ 0.25mL, jjitffl l&S* 7.25mL £})P *.T?1?P I, 
.;fciM-£-0.75niL-JP-A-H^^ 
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Ur>A (NaOH) Wk8Z= 0.01M X 1/350) . ZKBjgiSKl, 25mL <D%m • m&MW 
m (25mL 4" \Z%m 1 7j<fP#)^ 500mg, Na 2 HPO 4 • 7H 2 O 2.25mg. NaH 2 PO 4 
• H 2 0*M.75mg*«igjS?Lfc7K^ffi) *inx.fc. X^-7"I:T 5»flM. 
50mL 0)^77 ?7Z1 £ H £ & L 7c „ M ;* X 7 7 7, 3 \Z 7.45mL (7) O.OlM-NaO 
H ^JpAZifr] O.OlM-NaOH £ #P*.T p H£ 7.4 CilLiti, 

S7k&ijn*.T 50mL y ^bfc» H p H « 7.41 T^^7c 0 

m»J 10 

50mL05^5 7.^t*-*-{C^ (IV) T^Sn* U £ y K A£»# 32.97mg £ 
f¥fi L7c„ d tld O.OlM-NaOH £ 0.25mL, 83*^^3* 7.25mL AT jlfll L 
fc&SK£-0.5mL JnASt&StfflS&SzK 7.0mL £JnA7Co JinKfiS 2cm©* 37 

(NaOH) 0.01M X 1/450) 0 . 25mL ©¥L» • 

% (25mL >f Kl?LtS 1 TKSl*** 500mg, Na 2 HPO 4 • 7H 2 O 2.25mg, NaH 2 PO 4 

50mL 0)*7 7 ? 7.1 llti^^tfc. Ht-P<7.:7^X:n{C 7.45mL CD O.OlM-NaO 
H £JP*.*Hfr] L, Hf- O.OlM-NaOH £J!jP*_T P H £ 7.4 tiSLfci, ftl^ffl^ 
StK&IIPAT 50mL d^XT y ^l^c, d ©f^©?§J&© p H 7.43 T£o 7c 0 
S 1 

yeyKAS»#£Wttttffl»fflro«3{k¥W'<7*-*-i7yhfi*#roAUC (0-2hr) 







AUC (0-2hr) 
(ng -hr/ml) 








0.01 


737 7 rb 26 1 


-14.1 


0.499 


nam 


0.01 X l/lO 


7465± 276 


-13.9 


0.491 




0.01 X i/30 


623 1 ±318 


-17.7 


0.540 


HJ£«4 


0.01 X 1/60 


5817± 117 


-18.6 


0.553 




0.01 X 1/90 


5158 ± 173 


-20.5 


0.584 


HSW6 


O.OIX 1/ 120 


5078±290 


-22.1 


0.595 


IS IS W 7 


0.01X 1/180 


4388±358 


-22.3 


0.608 




0.01X 1/240 


1665± 106 


-24.5 


0.650 




0.01X 1/300 


3858±255 


-23.1 


0.624 




0.01 X 1/450 




-21.9 


0.616 



*-(S) 



AUC: ¥9fl± i§i?<I3M 
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# 



Tmiz^k-rmmm n ~ 21 \z. & (m) tsstisu tfv ka^^^^^w-t 

fkH&m 17 ~ 21 -ettjg^ft^lR (1 CCftT) SrfTofcfc©-?**. S (m) "C 

21 TKM-#fcig##tfca**§e>*vr, m2\zm~t^z)\z. ^^swauc 
feAtf:*-^-/^*-*- (S) &&fciT*%5&<b¥W/^*-*-©fcf 6> 

^ISS^J 11 ~ 16 

tf^xSStf-a-fc:, i£ (in) T^sn* u tf ^ HA^i&ft: ioom g sfpsu 

fc„- Z\ft\Z O.OlM-NaOH £ 50mL^JpL, (#9 2 5*0 ^ — 5 — tibW Is 

re* z\(ommz. 6oomL ■ mmmmm (ait/nans* 6oomL * \z%m 1 

7Kfn^I 100g, Na 2 HPO 4 • 7H 2 O 0.45g, NaH 2 PO 4 • H 2 O 0.35g £ mM Lfz7^m 

so %iu?Lx?-7-MW'&\z. &mmm , g*zmmDu>\T il i;/x7-> 

feo C©It^0.22 fim7^;i/^-T5iL/fcflI, -€"CQ -5$? 5.3ml f ^S/H 

JB&g* 5mL ^iPATtl7KL, 7-.y h#l*lS!jSB (AUC) , fe^g, £gtftlfa& 
^7^-^- (S) , m^S^ttr, ^t^t^P) SrffMffiLfcilg* 
^ 2 7K U o 
^Jg^J 17-21 

#5 7.§Sh*-#-fc, 3£ (IH) ti^nS U bf v K A^^#: lOOmg £f¥fiL 
7c„ ^nt3 O.OlM-NaOH §: 150mL^JnL-> ifiTX ^ — 7 — b <> ^ (HI) 

flg^SrfTofc. ^ffiiit> 600mL <D%W, • ( ft #t ffl ^ @ tK 600mL 

klfL*! 1 7K?n#) 100g, Na 2 HPO 4 • 7H 2 O 0.45g, NaH i PO 4 • H 2 O 0.35g 

7V7VtZ. ^©1^^0.22ym7^J^-T5lLttlI, -tW^fflt 5.3ml "T 
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HJg^J 22 ~ 26 

**7Xit-*-i:^ (ni) T^$n<5 u t?y h* Ammw ioo mg ^^sLfc 0 

:nil 0.003M-NaOH £ 50mL^JPL, 5 0 ± 5 "C T7, ^ — z> — W^W L ft, X 

3, 8, 15, 30, 90 #^£^£1* /to If f~ , 600mL 

©¥Lif ' #K*g«iK (a^ffl^^7jc 600mL * fc?L|$ 1 *fn«!J lOOg, Na 2 HPO, • 
7H 2 O 0.45g, NaH 2 PO 4 • H 2 O 0.35g £*gfi¥ bfc#jgi0O & 13Q A 7, & — 7 — ffiW 

&\z, &fttmMiM7k$:mmi)ux.T il wxy zfvfzo z\ <D mm ^ 0.22 amy 
ff&ofc. £©as*jB«Jse&«jSiA>f &at/B&e* 5mL zmpLxm. 

zkU (AUC) , BisftKjtt (;t-^-/\°5^-^- 

(S) ) , ^®^m£f¥ffib7c£SJii£, £3fci3SLfc. (m) ts^nsuf 
7FAiiM^i?ag (I530t:) ^±<D*S^ (50±5t) (D^miti-h 

<^SS£AUC©iiiP**S«>^nfc. AUCA^#<JS:5llt**-^- 

/\°^-^- (S) *«/hS<fcofc. il;, SWSlfitcibttt, au 



7?1-S48|»AUC (O-2hr)lcfttf + *8fc-*-hy>>A't>©»#B*ISl0>«» 





0.003M NaOH 4 1 <0 

«#«fib (»> 




AUC (0-2hr) 
(ng -hr/ml) 


(nm) 




1 ^--^-^7^ 
mV) (S) 
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H1BW23 
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18.4+6.8 
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7333 
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8051 


15.3+5.0 
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0.661 


S ISM 26 
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9381 


16.7+5.3 


0.151 


0.636 
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lZ%W 1 Tie ft % lOOg, Na 2 HPO 4 • 7H 2 O 0.45g, NaH 2 PO 4 • H 2 O 0.35g Sr^gfi? U 
yZfLfZo Z(DM&$: 0.22 p.m7 J )l$' — -C?>T&Lfz'&\Z. ^(D 5 j& 5.3ml -f ~D 

7 )v\z%m\,. wu&nttik* ft i3.r>*i. z\<Dm.mwm&t 4 ot- 7 5 %*@ 

mm) CO^T. #Jgfc n=3 T#*aStfflIS* 5mL & in T & Tjc L . &ffitft)& 

^— ^7* — * — (S) ) £MLfc<, f©^i4l:^Lfc, — ^ 
-n?*-*— (S) ©jBJ3tNF©^»tt/h$<, +#frBft&j&*«gK£nfc. * 

ft. 3 * fi$:7£&um3,<Dm-cfc, (s) atfttrt 

iii® ^ e> n-r , £jt & a & e & so t & £ 3. t a* s a> \z & 1 ft . 



y tr y ka«» ft£ * a it ffl s n (500 n g//<y( 7j^m ) <d % £ ft urn. it *s # 5 
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CV(%) 


3.40 
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2. a^fflM^j^i¥{ffi-r^fc^nfT-5!S^^ i izmmvrc^mjjm* 
(p) &wx\z%Lytmjj& (r) t-r^^Tt^D-^ST^-s 

8. u f ASiftflesfcu-twisa^Wfw^Tfriifi**, ^ (i) tssn 




(I) 
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(CH2) n -C=C-(CH 2 ) m CH 3 N (CH 2 ) n -CH=C-(CH 2 ) m CH 3 

(CH 2 ) E CH 3 

O O O 

(CU 2 -)^(CH 2 ) p — CH=CH-(CH 2 ) q CH 3 (CH^— CH=CH-(CH 2 ) m CH 3 



O O 

K A 

(CH 2 )^ (CH 2 ) p -C=C-(CH 2 ) q CH 3 _ 

O 

If 

(CH 2 )^i (CH 2 ) p — CH= CH- (CH 2 ) q CH 3 

O 

O L-"^(CH2)p— CH^CH-CCH^qCHj 

(CH^^^CCH^p-C^C-CCH^qCHj (CH^^^CH^CHa 

O 

u 

L^^(CH2) p — C=C-(CH2) q CH 3 



(CH2) m <i ^(CH2) n CH 3 



O O 

^(CH^-G— (CH2) p — CH=CH-(CH2) q CH 3 ^ (CH^-G— (CH^p— CEEC- (CH^CHj 
O O 

X X 

O M- (C H2) p — CH= CH— (CH^CHj q M- (CH^p — C=C- (CH^XHj 

^(CH^^T ^(CH2) n CH 3 ^(CH 2 ) ri r^(CH 2 ) n CH3 
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, (CH^p— CH=CH- (CH2) q CH 3 
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O L 

(5£*, #L«0, NXIJCTfeD ; ^MSOXHNTfeO ; §Ett, &3xL 
T 0 b 1 4 STCD^TrS 0 ;&Gte. O, S, SOXttSOzT 

$> <9 ; £-mte, 0^^14 JT'ClgT* D ; & n 3*5£bT> 0 

b 1 4Str©itT'S0 ; £-pte$Z3£LT0frb 1 0 £ T? CD S Tf & D ; #qH, 
$63: IT 0 ^bl 0 ^TcD^^T 5 ^) 0 ; 

SiOcDR 1 , R 2 , R 3 &£/R 4 (D£-*H, StftLT, 

O O OH 

(CH 2 ) X CH 3 ^(CH 2 )^^(CH 2 ) X CH 3 
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X\t (CH 2 )/; ^(CH 2 ) X CH 3 



(JS^, #LteO, N X C T? $> 9 ; &MIJOX«NT'SD ;£-xte, l&iLL 
T, 0^f>14Sl?©iSTfeD ;^yti, tuLT> OA^l 4ST0iat 

; &z \Z. 54iIbT0^b 1 0 ST"(»lg!tr^O ; #Gte, MLT, N , 
O, S, SOXliSOzt^S) ; 
^A'tA^i, $&&LT> H , OH, OCHj, 
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II 

(CH 2 ) d — O— P— OH 
OH 
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(CH 2 ) d — P— OH 
OH 
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(CH 2 )j— C0 2 H Xli O— (CH 2 )j— C0 2 H 

Xte H, (CH 2 ), CH 3, (CH 2 ), OH, (CH 2 ), 0(CH 2 ) v CH 3 , (CH 2). OPO(OH) 2 , (CH 
2 )«-CH=CH-(CH 2 ) v CH 3, (CH 2 ),-0-R 5 , 



O— (CH 2 ) t CH 3 



HC 



'O— (CH 2 ) V CH 3 



H, 



OH 

>- - 1 1 



-CH 3 



(5£4>. # t <h v \t, ^rtl^tim. LT, 0 7^ b 1 4 £ "tr CD H gfc T & 0 ; R 5 te 

Ytt, H, OH, 0(CH .)* CH s, A D y >Jg^ , 

O O 

A X 

^ (CH 2 ) W CH 3 X tt O — (CH 2 ) W CH 3 
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12. u try KA^is#*fctt^-oiia^6«it^T?#5ta^, flgft-#^H/j^ 
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